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ACA TAC GTT CCC AAA GAG TTT AAT GCT GAA ACA TTC ACC TTC CAT GCA
GAT ATA TGC ACA CTT TCT GAG AAG GAG AGA CAA ATC AAG AAA CAA ACT
GCA CTT GTT GAG CTC GTG AAA CAC AAG CCC AAG GCA ACA AAA GAG CAA
CTG AAA GCT GTT ATG GAT GAT TTC GCA GCT TTT GIA GAG AAG TGC TGC
AAG GCT GAC GAT AAG GAG ACC TGC -TTT GCC GAG GAG GGT AAA AAA CTT
GTT GCT GCA AGT CAA GCT GCC TTA GGC TTA TAA
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ATG GAT GCA CAC AAG AGT GAG GTT GCT CAT CGG TTT AAA GAT TTG GGA
GAA GAA AAT TTC ‘AAA GCC TTG GIG TTG ATT GCC TTT GCT CAG TAT CIT
CAG CAG TGT CCA TTT GAA GAT CAT"GTA AAA TTA GTG AAT GAA GTA ACT
GAA TTT GCA AAA ACA TGT GTA GCT GAT GAG TCA GCT GAA AAT TGT GAC
AAA TCA CTT CAT ACC CTT TTT GGA GAC AAA TTA TGC ACA GTT GCA ACT
CTT CGT GAA ACC TAT GGT GAA ATG GCT GAC TGC TGT GCA AAA CAA GAA
CCT GAG AGA AAT GAA TGC TTC TTG CAA CAC AAA GAT GAC AAC CCA AAC
CTC CCC CGA TTG GTG AGA CCA GAG GIT GAT GTG ATG TGC ACT GCT TIT
CAT GAC AAT GAA GAG ACA TTT TTG AAA AAA TAC TTA TAT GAA ATT GCC
AGA AGA CAT CCT TAC TTT TAT GCC CCG GAA CTC CIT TTC TTT GCT AAA
AGG TAT AAA GCT GCT TTT ACA GAA TGT TGC CAA GCT GCT GAT AAA GCT
GCC TGC CIG TTG CCA AAG CTC GAT GAA CTT CGG GAT GAA GGG AAG GCT
TCG TCT GCC AAA CAG AGA CTC AAA TGT-GCC AGT CTC CAA AAA TTT GGA
GAA AGA GCT TTC AAA GCA TGG GCA-GTG GCT CGC CTG AGC CAG AGA TTT
CCC AAA GCT GAG TTT GCA GAA GTT TCC AAG TTA GTG ACA GAT CTT ACC
AAA GTC CAC ACG GAA TGC TGC CAT GGA GAT CTIG CIT GAA TGT GCT GAT
GAC AGG GCG GAC CTT GCC AAG TAT ATC T6T GAA AAT CAG GAT TCG ATC
TCC AGT AAA CTG AAG GAA TGC TGT GAA AAA CCT CTG TTG GAA AAA TCC
CAC TGC ATT GCC GAA GTG GAA AAT GAT GAG ATG CCT GCT GAC TTG CCT
TCA TTA GCT GCT GAT TTT GTT GAA AGT AAG GAT GIT TGC AAA AAC TAT
GCT GAG GCA AAG GAT GTC TTC CTIG GGC ATG TIT TTG TAT GAA TAT GCA
AGA AGG CAT CCT GAT TAC TCT GIC GIG CTG CIG CTG AGA CTT GCC AAG
ACA TAT GAA ACC ACT CTA GAG AAG TGC TGT GCC GCT GCA GAT CCT CAT
GAA TGC TAT GCC AAA GTG TTC GAT GAA TTT AAA CCT CTT GIG GAA GAG
CCT CAG AAT TTA ATC AAA CAA AAC TGT GAG CTIT TTT AAG CAG CTT GGA
GAG TAC AAA TTC CAG AAT GCG CTA TTA GIT CGT TAC ACC AAG AAA GTA
CCC CAA GIG TCA ACT CCA ACT CIT GTA GAG GTC TCA AGA AAC CTA GGA
AAA GTG GGC AGC AAA TGT TGT AAA CAT CCT GAA GCA AAA AGA ATG CCC
TGT GCA GAA GAC TAT CTA TCC GIG GTC CTG AAC CAG TTA TGT GIG TTG
CAT GAG AAA ACG CCA GTA AGT GAC AGA GTC ACA AAA TGC TGC ACA GAG
TCC TTG GTG AAC AGG CGA CCA TGC TTT TCA GCT CTG GAA GTC GAT GAA
ACA TAC GTT CCC AAA GAG TTT AAT GCT GAA ACA TTC ACC TTC CAT GCA
GAT ATA TGC ACA CTT TCT GAG AAG GAG AGA CAA ATC AAG AAA CAA ACT
GCA CTT GTT GAG CTC GTG AAA CAC AAG CCC AAG GCA ACA AAA GAG CAA
CTG AAA GCT GTT ATG GAT GAT TTC GCA GCT TTT GTA GAG AAG TGC TGC
AAG GCT GAC GAT AAG GAG ACC TGC TTT GCC GAG GAG GGT AAA AAA CTT
GTT GCT GCA AGT CAA GCT GCC TTA.GGC TTA TAC ATG T
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7.

(0035) ZOURINF> I RERIF—pRL 2
LEFBBEXECORIBIUHIndI I ITHE
L. Jx/-itill. =/ -)\ERO%. 7HOo—X
FIELZFHEICEDHSE 0 0 0 I ICHYTINR
ZYDHL, HSAE—XETHELE. Theldg
2. MO TS AIRpUC ] 9%HMBERECORI
BEIUHIind 11 1THELEL, Z7x/—)VIH,. %
J—NEROE. RVT YT I RYIMVEZRERBICL
D6 0 EEMITHBTIN REYDHL, ¥LIhS
iiifa 1 0y

[0036)] ChEHEDOHHES15— a0k
KIBEDHSL EEBERERLUTANETSHRIF—DR
L2M (H6) 2A7V—=FLk. B2EBREAD
EZEBLUHRBRBROERNS BRHORY F—TH
ST EEEELIE.

[0037) [®"2#—pTL2MOD#R] L@EpRL
2MESHHNEL, FVIFFFIURXIVFAFR 5 -
TTGACTAGTTATTAATAGTA-3 BLULFVIFFF I URR
2 VFF R 5 -CTAGAATTCACATGTTTGAAAAAGTGTCTTTATC-
3 EERTIAT—ELT. TaqRURAT—EEH
WiEPCRICK->THMA 2B L . FIREESD
e IBXUEcoR I CHIEM&GHL. 7x /— )V,
I%/—VitBRo®. 7THo—-ASNWEKKBIZLDH
6 0 OEEFICHYTIN REYDHL, HS5RE—
XgETCHEL:.

(0038) —#. Zh&idplic. pRL 2MEHMM
% SpeIBEXULEcoRIT#HEL., 7/ —)Vi
H., ¥ /IR OK. 7HO—ASNEZKEICEK
D450 0FERICHNTINREYDHL, H5
AV—XETHELE. ThoAFEOHKFES 15—



9
ay0#%. KBEDHSKREHEEALTAMNETER
2%—pTL2M (R7) 2X2Y—=F L%, 8%
HERMORRS JUHBRERBEOERD S BHOA
Iy —THBHILERABLE,
[0039) ZHOXSITLTHERLAEPTL 2MEHE
BEAfIITIBLUHIndI 1 I T-ERMEL.
#500 OHEAITHET AN REYHLE,
[0040) FLTLRHEAKNEZORRRYY—p
TL2MOLEHBBRICL2"HBELDEDE 22X
. DNAIAY—YaFo b B &) B %
AT —a i, CNEABEDHGS &% (K
BH ) 8 CRALTHEERLEE. BROTS
AT RpTL2Bma%@k., 7IAH)-SDSKIcH
>TpTL2BmaZz2ikBREL. FREFDROESR
BEUHERNREICL ST, BAES 1 0BF2K->
ETIAIRTHDIEERBLE.
[0041) [SHEHM2) BASS20OHREL MNET
VT2 RETOHER
tEMNFBCcDNASA7S5U—kbpUC1 9 Lkicrn
—= YL b7V SI cDNAZSREL
T, BRAES1 238LU1 4 0HERAITREINS TS
A I—EAWTP CRB\ZTRVL, RO THEMEN
colBXUHind!1 I litko>TREEGH LT
fe. Tx /=i, I8 —ILERICE D HEIO®%.,
FHO—AFNEEZKHML. 55 0HERITHLTS
N REYHL., DNA—PREPEHWVWENS AE—
ZXETHHEL. #ANK1ELA,
[0042] —K/. ch&iRpiz. RCcDNAZSHN
LLT. BFES15BL01 30EERFATHREINS
| 54— AWTP CRPELETA, FIREERH i
nd 11 1iIck> CTHRBEBHETF-%. 7/ —Ilih
W, & /LRI SHAUO®, THo—-2¥ )&
SKBL. 135 0HENITHYT BN REHH
L. DNA-PREP:2AWEHFSAE—X % THRE
L. AN 2&Lk.
[0043) 25z heBBic. £ 10OBEEERE
BiIcLTHMLEIYHyhaIEX - RURBERY
#—pTL2MEABL. TORYH¥—pTL 2M%H
BERAfIII1BLUKHIindI 1 1 TZEHEL
L. #500 0EERICHE TN REH L,
[0044] FLTLEHAKKF 2XL ZORENRY S
—pTL2MOLEHBERIZEDZ-HIH S E DE 3
%, DNASAY —2aFy hEAVWTSAH—3
arlk. chzXBEDHSKICEAL TERERL
%, BROTJSAZIFpTL2Bmb%&=. 7FIH
J—SDSHEiIc#->TpTL2BmbZABEHL. #
ERRENOARBIUHEERAREICL > T, BEAE
B20RAZRKSETSAI RTHHIEEZRREL-.
[0045) (£##3] BABSIOREL FAET
W73 BETOER

(6)

10

50

HBT8-51982
10

EMHBcDNASA/SU—-XDpUC19LicyO
==L b TNTII cDNAZSBEEL
T. RABE1 238X 6 DHERATRENESS
A I—Z2AWTP CREBEETRVN, RWTHREEN
colBXUEcCoR] (EEE B B IK&oTxk
WHRB TR/, 7x /N, ¥ /—)LiLRIC
koo, 7HoO-IS)ESKHL, §1100
HEEMSITHYET AN REYHL., DNA-PREP%
BWEHSAE—XHETHEL, AR 1&Lx.
{0046)] —4., Zhe&idgz, RCcDNAZHE
LT, BAER 173401 30HBRATREINS
754 I—EFWTP CRBEEZTARNL., KL THER
FREcORIBIUHIndI I litko>ThEMDGE

Fizof. 7x/—Jlll, IF /- TRIZE5HH

D%, THO—ZAYNBKHKBIL. #7 0 0FEXNITH
LFBNCREYHL. DNA-PREPZRVWENS
AE—XETHBIL, HANH2& Lk,

[(0047) X5 THERFIC, HER 1 OBELER
RICLTERLESYY v HOI LR - ROREERY
H—pTL2MZABL. CORIZF¥—pTL 2M%EH
REEAfIIIIBXUHInd] I 1 CZEHE
L. #150 0 OEXTHY T BN REH UL,
[0048] ELTLRFEANKA 2ELZORBRY S
—pTL 2MO LEHBRERICL 5 - H{tH e D5t 3
&%, DNASA Y —ady bERLTSAY -
avli. ThZEXKBEDHSKRICEBALTEAERAL
7%, BHHOTISAIRpTL2Bmc &8/, 7D
V-SDSERE->TpTL2BmcZARENL. H
BRRFREEOENSS X UCEERFIREIZELS T, BEAE
BI3IDEFNERF O LTSAIRTHDTEE®EBLIE.
(0049) [HkHA4] BAFS4OXREL PhiET
N7 D RETOHES
EMFRCcDNASA/S5Y—&DpUC19Licr
—ZJULEbebBTFNTIcDNAZSBREL
T. BABER1 28X s OHERFITHEIND TS
AX—%2AWTP CREFERTRN, KXW CHEREREN
ColBXIUATIT I TICE-TKIEBEZGE
e Zx /-, TH ) —NIERICESHEHOR.
FTHO-XSNWVEKREIL. 81 8 0 0 ERICHYT
BANCEEHYHL. DNA-PREPZHEW:EHSAE
—XETCHSBL. BANKF& L.

[0050) —4. Zh&idgiic. EEH10BEEER
BICULTHERLES Y Yy HOIEX - RUREERY
#—pTL2MZRAEL. ZOXY5—pTL2MEH
BRERATfIIIIBLUHIindI I 1 T-HHE
L. #1500 OFEEMITIHWTAHN FEDHL .
{0051) TLTLREHEABK EZOREARI Y —D
TLZ2MOLEHBERICI> -—HELHEDE 2%
. DNASAY—asFy b2RVWTSA5—3
UL, ThZ2RKBADHSHKICEALTERERLE
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11
#., BNOTSAIRKpTL 2Bmd 28k~ 7AHY
—SDSEIE->TpTL2Bmd#kBAKL. HEB
BRMBEOERB IUEERFAREICL > T, ENIES
AOBERER ST IAIRTHDHILEREBLL,
(005 2) [EKFS] BABRES5OHEL FOET
V72 UBETOER '

(7)

L hFEcDNASA75U—&DpUC19LkiZ/D .

—= L bRETIVTIIcDNAEZHREL
T. BERAES 1 2BL01 40HERATREINS TS
AX—E2ANTP CRBABETRVW. KW THEREEN
colBELUHInd Il l1k&o THRERDETRED
k. 7x /). XY VR X SREO®R,
7HO—AX NETKEIL. H5 5 0 HEFICHYTS
NEE2YHL., DNA—-PREPZHWEHSAE—
XETHEL, AR 1 &Lk

{0053) ch&idplic. RCcDNAZSHREEL
T. BRES158LU1 6 DHEARFTRIND TS
4 <—%2HWNTP CREFERTRWV, KW THEMEH
ind11IBXUEcoRI ks THERERMH LT
2%, Jx/—)Vililt, ¥/ —IURICEZIHMOD
®, THoO—-ZRSIIELZKEL. $7 0 0HERITHY
THENREZYPYHL. DNA-PREPZRAWVWENS X
F—-XH:THEL. BARF2&LE.

[0054) Fizh&idBlic. AUcDNAZSRL
LT BAZS1 78X01 8 0HERFITHRENDT
SA4IX—ERAVWTP CREEETZN, KW THEBRBH
EcoRIBIUATLII I IRX-TERBHZTE
of, Zx /=N, TF /) -NERICESEHD
@&, THO—-AZNVEBESZHKBL. #17 0 0HERITHY
THENEEZHYHL. DNA-PREPZAWENI X
P—XETHEL., AN 3 &L,

[0055]) E5iccheidplic, EEA1OREGLE
BICLTHERLEIYYYHOI X - ROREHRY
F—pTL2MZRABL. TOXIF¥—pTL 2M%H
BMEAfIII IBXUHiIindI 1 I TTHHEE
L. #1500 OBEMITHYTZIN REYHLE,
[0056) FLTLERANMKEZOPTL2Z2MOLE
BHREBRICEIENEYEDE4%%, DNAST
¥— a3 Fy REBWTIAM5—arliz. Zh%E
KIBEDH S KICBAL THREERRLZE. BHOTS
AXZREpTL 2Bme 28%%k. 7IVAU-SDSHIE
>TpTL2BmeZARERL. HRERMEOERN
BEIUHBEBRAREICL - T, BEFAES L OEFAERS
ETSAIRTHDIELERBLI.

(0057) [kEH6] BEBEHERT/FREI-F
THRRAEE 7T OHERA TR NSBETOHER
EAEE6 D7 I JBEFNED LT, VY vhDOIk
X - BROI R HEREE Nasim, A. et al: Molec
nlar Biology of the Fission Yeast, Academic Press,

10

HBAE8—-51982
12 :
AEFTEREIND 2EX0—FHATUIDNA%Z, DNA
BES R 3EE (Applied Biosystems) ZBWTAEL
o 728, BASES 1 0 0HERI. 57 FFHicHR
B%EBamHI NOBASRMNEEBIRATGE,
3 EBICRBIARSTAALHBEEEHIindI 11
ADOFEARUEBALBETFOEAEHTHD., BEF
#5811 0BERAREFOT7 > FE o AETHD. Bk
W, BEE Cho2XZ70CTr=—0> YLk,
(0058) —H. THERMTSSAIRPUCTY
* FIRMEBamHI (£EE (%) 8) BXUHIi
ndl 1 ITTENEEL., 7=/ —#EH. x5 /-)
LRI H5HBAOER,. THO—ZFIVEZKEBL, ¥2
6 0 OHERTHETIN REYHL, DNA-PR
EPZRAWEHSAE—XETHEELE,

[0059] choHEOKHKE. DNASA 4 —+a
CFy PERAWTSA Y —aLk,. ThEXKBHT
M10 9% (XFE B 2 IKBALTREERRLE
® 7T ) CnEEFS. D Xgal JL—bE
THION= 2B RTEIRDTF 4T ra0—C BRI Y—
ZYL. BROTSAZI RIabLHAMEERB amH
IBXHInd 1 1 I =EESIHT 0 HENDOY)
Wi 2R3Ip 1 2A2BE. TIVHU-SDSEILY
->Tp 1 2AZKEHAL. FIRSRBHOENBLIT
HERFIRREIZE->T. BRHOBEAEKR >SS AZER
THEZELERBLE, v

[0060) [£KEHMT7] BREBHERTF FRETFE
SHTHEBRYHY—pTL2Bm1 OfH
TS5AIRpl 2AZHEMENCco I BLXUHInd
11 10-EHEETREEREGL. T2UNTIRYL
BEREBIZEOKT7 OBESITHYTIN RE2YH
L. Yo BN L TEEBRERTF FRETHEAR
&L, )

[0061) ZOBEFWH &4 THERLEDT
L2BmdoHBEREAT LI 1 I #Hts @EBLHELE
# H7000HEHYTSNEEDNA-PR
EPZHAWTHE tos2%%. DNAISHY— 3
¥y FEAWT, SA45 -3l KBBEDHS
kEZEEERLE, S1HCFET. BHOTISAIR
pTL2Bml %#8&/-. FVWAY—-SDSERX®->TD
TL2Bml ZKBHEANL. IRERBROERBIU
HEBAREIZE> T, BAES 70RAEK LTSS
AZIRTHBEEHERLE.

[0062) [EKE#8] REAYS—pTL2BmI
ZHRWE Yy oIt c RURDEREGRR

I HuhnIkR - RoROOASEREHR. h-
leul—32 (ATCC38399) 20(>>8H
BOEIBMB—1euT1 0’ #IRE /m1izk3%T
EEE 8. BOERA KiCLH5HEE 1 0° WRE/
mlics3k5iC1 0 0mMEEEYF oL (DHS.

1989, p263.) ICAHRT,. BEABES10BLU1 10 50 0) IZBRL. 30CT604@1>Far—bLi.
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13
FOB. FRBBHEL100. 12, HEMEPstIT
#{ELpAL 7 (K Okazaki et al.: Nucl. Acids R
es. 18, 64856489 (1990)) 1y gB LU 2 gDRA
R2¥—pTL2BmI%210g IOTENY Z7—iT
BHLEBRKEMA. 50%¥PEG4000%290u
I MATESESLE®R. 30CT604M. 43CT
1548, E8BT109MOEIZS > Fax—FLlk,
BOSBIZEDPEG4000%KBEL. 1m0z
#%1/2YEL-Leuil®BRLA.

[(0063) COMBHAS100u1Z25ML, X5
2900 1 DXL/ 2YEL-Le uTHRL
T. 32C3 041 >Fax—rLER 3001
ERORKIEHMMMAICA Ly KL%, 32CT3H
Mif>%ax—kL. BONEHEGREEG418%
25ug/mMIGUYEAKMIZBL, 51I232CT
S HUERL, oAl n—2BNETIEERE
k&L,

[0064) —F. ChERINT. BREBEERTIF R
BEFEREBVWIIAIRpTLZM B BLU
pTL2Bm ($EF¥5—-24931 080D D
WTH, ACHETEBREREZERL. XH574 70
shra—=jbElk, BB, 7SAZTKpTL 2BmidL
TFToXSicUTHERLE.

(0065) [F5AXFKpTL 2Bmo#H] EIF
Bt A RFBETFN 7LD E5EEZIT/. b M
FITIcDNAZSUARYY—p I LMALBS %
gRIEL, AVIFEFIURIXILFF R 5 -AGACCA
TGGATGCACACACAAGAGTGAGGT-3' BLUA VY IFFFV)
BRI LFAFE 5 -CAGGAAACAGCTATGACCAT-3' % &R
S547—¢LT. TagqRYAS—EERWEZPCRIZ
Lo THREH#8ELL. FIBERNCco I BXUH
ind1 1 TEERESL. 7z /-, T4 /—
MERO®, 7HO—Z5 NEIKBIZED®1800
HEMITHNTIN FEZUDHL, HSAE—-XET
HELx.

[0066) Ch&iIBIIC. pTL2MEHIMERA
111 I1BXUHIndI 1 1THEL., 7x/—)l#
H, =¥ /-IELBRO%, 7Ho—ZRXNEKKBNIZX
D500 0HEMTHYTHINREGDDHL, HS
AE—XETRAL .

[0067) ChomEDHKESAI Y — a3 Dk,
KBEDHS KEHAGR L THMNETEZRIS—D T
L2Bm (R8) 2AZVU—= L7, BHERS
ORZBIUHRERBROERNS BHORS ¥ —T
HBH L EHBLIE.

[0068) [£kEHI] EEEREDS®SXUER
stk o
H&EWEGA418 GIBCOBRL ) #200ug/ml®
BETSVDS50mMIOYPDER [ (2%/)a—X
GaXesiss (&%) 2D . 1 %N b —XPXTFR (DI

(8)

10

50

#BE8—51982
14 '

fco) . 2% MRT B (Difco) ] IT. SEHEHS8
THESLAEAEGREZHEEL. 3 2CTS AMBEL
Jeo TOBEENS10° BEOMERAEL. REE,
50mM b XiERB&K (pH7. 5) TEE&L. &
BSERHRETo /. RBEN1 %ICA3L5I1C10%S
DSHEHEEMA. 80CT1 5AMMAL L. BLORE
Iz&k - TEGRBHE (LW 287k.
[0069) Zh&RBic. BEBESAT/F KRETF
2HEBVWERDPTL 2MBEU P TL2BmEBAL
EBEREIZOWTH, AROFECEMRBbBRE
8L, AHF2 T bo—-NE L,
(0070]) [EEH10] SDS-RUFIUITI
RN BEKENIC L 2B EBHEEREY /N BORE
RET .
SDS—-PAGEICL>T. £5# 9 THEML=&ER
EffkdROEMRBHBEICOWVWTRERIETR>
ko BREE2E2ITRT. RENSHSMREDIZ, PT
L2mB 1 ick2HBAERETIR., a2 bo—TH3
PpTL2BmMiIZI3BEREICHEL T, 2FR6
9, 000N E (REP. *TFRT) A% BBHE
EREINVBEEELTWBZ2IZEHST. 7R
71, 00 0DfIfE (ARP. * *TFRT) TBHLT
WaZEMBRHTER, SOV RA-FILE-THIEL
ekl BEBHERSY O ONIJHEOEARRI. 28
Ky NIBD3 0 %BRETHo .
(0071) [(EHWH11] DXRF>TauvFa>Y
& HBEBHEME Y NI HOER
EHEf 9 TR LS ERERGHROERRBHKIC
DWTHRKER 1 0 LRAKIZLTSDS-PAGE%fTi
ok. NI EPVDFE Bio-Rad ) ITERHE
L. EEBHEXTF RIZBENZHE A Isoai et
al.: Biochem. Biophys. Res. Commun. 192, 7-14 (199
3) ERAWTYIRAY>Tav54 »EfFWw ECL
(Tovdh (B 8) TE-oTRIHL. KREZHE3
IZRT. ARPSHLMNIXIIT, BEREY NI HEE
SURFNCHNTHIHTFRT 1, 00 OMiTDAREITH
—DEEEN FRBSN3 s, BEREYNY
BIIBEMNZT I /BEFINSENTWIREY XD
BRELLTWAZ EEBENE.
(0072) [£KEH12) BEBAEREY/IA
[} =1
PTL2BmIiZkDBHERRINLBEERNAKE, G
418%25ug/mIOBETEBS0mMIDYPD
BT32C, 1BEANSELZ®E G418%200
pg/mlIEL1)y MIOYPDEBIZI X108 /
mlOFETHELTEZSICAHESEL . SHERD
BEEDABRDS5 0mM M) ZHEEBHEHK (pPH7.
5) [12uMOAPMSF (Fuksisk () 8 . 2
5uMOARTF (FABEE () 8 . 2mMOE
DTAZ8V] IBBELSRONSRAE—X (E—EKE
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—5—-) EAWTOCTRM®LE, 12, 000rpm
T2 09RO LAUREZEAURERCHS LA
% M7= HRME ]l OMMOTFFALA b—
NVESAES 0mM M) ZEEREER (DH7. 5) I2
TS50C1EMTa@dELEs 12, 000rmm., 2
ORI L A LEE0. 1MNaCl, 1mME
DTA., 2mMERBINYFF>, 0.
INFFA 2S5, 0OmM b REREEH (pH
7. 5) T100# (v/V) CATTRLIZEFRL
7o 1BATTHER. BABABR (F3232) I2TH
BLA—N—O0—X12h3LITTYINERL. &ES
WOWTSDS—PAGERTRHLLTRT7L, 00
0 DU ICE—DIN RRRSNAES 2R DOHNEER
BEERSY O VAE L.

[(0073) [ 3] HUBKBETRESY >
ZROEERSEBEEEEORE

EHf 1 2 TRMLCEESEERS S >V RIZOW
T, BHEROSENEDHR LM/ FEFEIR Albin
i 5@K# (Albini et al.: Cancer Res. 47, 3239-324
5 (1987) ) IfE->TiTok. B umODRTHA X2
DRYH—REX—=FTLNF—IZED. LRBETRIS
WohksreEdFEl (USRY ) 8 o740 0%
—tHEIL1LOpugdTMIHN (ASKL—F4 T
() 80 £BHL. SRT-REMI W, FHEN
ISR THEIYE, 24ROANFr—Tb—bMit
whU7k, BHEEIZIB1 6 X5/ —-VHRONESEY
O—>B16FE7Z8RALk,

[0074) #ila%=1. 85kBaq/ml®d [ 1]
IUdR (7o vh () B HET T2 OMGEL
Feo REEAMICM) 7S OBRTHBEZENL .
0. 1%DEMBE7IVT I E2E5DERBICHR LR
CEE. BDAENRE [25 1] 1UdROBSHEEZE

5

(9)

2mMER{LE

10

#BAYE8~51982
6 : .
Lizte rE¥FENOTRIZIZ20ug/mMIDE 7
+7axIF AN, LBITIRS5X1 04 HOoMEE
B OREOBEBHEHERE S L/ VATHRITAN, &
BHAA Fax—FpT2 ORRIGERLE.

(0075) H£XETE. 74Ny —OLEIZER>TW
SHRERBTHELD, J4NIF—2F4vaVl
ES45— (73 vh (%) 8 TTHEICBHLAH

TREEAICERLUIH, BHNELEHRELA. REEHR4

KRy, ARASHOMEIRII. ZBEBHEERES
INRZRICEKD, EHROBRMBSEICHEZNDZE
R his.

{0076]

(RAOHR] BLERRBRLAEXSIT, ARATIDHE
EbAETNTICBETFEAVDBIEICEST,. &0
BREEOEBEEATF ETCH-TH, E OFET IS
IOREOHMEIC. BEFIFHIIABIHADI L
DEIREICR o /. LS T, FEHZRLTHRARE
HEERESY ONIBEERITHERT S Z 20 gRIck
ofEWNZ B,

(007 7]

(AF)
BEAES : 1
EADEX:1763
AN : Bt
(0 . |
rPROY—; EEAR
EAOHEE : cDNA
ERORFR
HEERTES : CDS
FHEME:3. . 1763
RJBERELIHHE: E

to mRNA

CC ATG GAT GCA CAC AAG AGT GAG GTT GCT CAT CGG TTT AAA GAT TTG GGA 50

GAA GAA AAT TIC AAA GCC TTG GTG TTG ATT GCC TTT GCT CAG TAT CTT
CAG CAG TGT CCA TTT GAA GAT CAT GTA AAA TTA GTG AAT GAA GTA ACT
GAA TTT GCA AAA ACA TGT GTA GCT GAT GAG TCA GCT GAA AAT TGT GAC
AAA TCA CTT CAT ACC CTT TTT GGA GAC AAA TTA TGC ACA GTT GCA ACT
CTT CGT GAA ACC TAT GGT GAA ATG GCT GAC TGC TGT GCA AAA CAA GAA
CCT GAG AGA AAT GAA TGC TTC TTG CAA CAC AAA GAT GAC AAC CCA AAC
CTC CCC CGA TIG GTG AGA CCA GAG GIT GAT GIG ATG TGC ACT GCT TTT
CAT GAC AAT GAA GAG ACA TTT TTG AAA AAA TAC TTA TAT GAA ATT GCC
AGA AGA CAT CCT TAC TTT TAT GCC CCG GAA CTC CTT TTC TIT GCT AAA
AGG TAT AAA GCT GCT TTT ACA GAA TGT TGC CAA GCT GCT GAT AAA GCT
GCC TGC CTG TIG CCA AAG CTC GAT GAA CTT CGG GAT GAA GGG AAG GCT
TCG TCT GCC AAA CAG AGA CTC AAA TGT GCC AGT CTC CAA AAA TTT GGA
GAA AGA GCT TTC AAA GCA TGG GCA GTG GCT CGC CTG AGC CAG AGA TTT
CCC AAA GCT GAG TIT GCA GAA GTT TCC AAG TTA GTG ACA GAT CTT ACC
AAA GTC CAC AOG GAA TGC TGC CAT GGA GAT CTG CTT GAA TGT GCT GAT
GAC AGG GCG GAC CTT GCC AAG TAT ATC TGT GAA AAT CAG GAT TCG ATC

98
146

EE8Z e

434
482

578
626
674
722
770
818



EAER: 2

10
7
TCC AGT AAA CTG AAG GAA TGC TGT GAA AAA CCT CTG TTG GAA AAA TCC
CAC TGC ATT GCC GAA GIG GAA AAT GAT GAG ATG CCT GCT GAC TTG CCT
TCA TTA GCT GCT GAT TTT GTT GAA AGT AAG GAT GTT TGC AAA AAC TAT
GCT GAG GCA AAG GAT GIC TTC CTG GGC ATG TTT TTG TAT GAA TAT GCA
AGA AGG CAT CCT GAT TAC TCT GIC GTG CTG CTG CTG AGA CTT GCC AAG
ACA TAT GAA ACC ACT CTA GAG AAG TGC TGT GCC GCT GCA GAT CCT CAT
GAA TGC TAT GCC AAA GTG TTC GAT GAA TTT AAA CCT CTT GIG GAA GAG
CCT CAG AAT TTA ATC AAA CAA AAC TGT GAG CTT TTT AAG CAG CTT GGA
GAG TAC AAA TTC CAG AAT GOG CTA TTA GTT CGT TAC ACC AAG AAA GTA
CCC CAA GTG TCA ACT CCA ACT CTT GTA GAG GTC TCA AGA AAC CTA GGA
AAA GTG GGC AGC AAA TGT TGT AAA CAT CCT GAA GCA AAA AGA ATG CCC

. TGT GCA GAA GAC TAT CTA TCC GTG GTC CTG AAC CAG TTA TGT GTG TTG

CAT GAG AAA ACG CCA GTA AGT GAC AGA GTC ACA AAA TGC TGC ACA GAG
TCC TTG GTG AAC AGG CGA CCA TGC TTT TCA GCT CTG GAA GTC GAT GAA
ACA TAC GTIT CCC AAA GAG TTT AAT GCT GAA ACA TTC ACC TTC CAT GCA
GAT ATA TGC ACA CTT TCT GAG AAG GAG AGA CAA ATC AAG AAA CAA ACT

GCA CTT GIT GAG CTC GTG AAA CAC AAG CCC AAG GCA ACA AAA GAG CAA

CTG AAA GCT GTT ATG GAT GAT TTC GCA GCT TIT GTA GAG AAG TGC TG6C
AAG GCT GAC GAT AAG GAG ACC TGC TTT GCC GAG GAG GGT AAA AAA CTT
GTT GCT GCA AGT CAA GCT GCC TTA GGC TTA TAA

BEFOES: cDNA t
EADEX:1761 BRI
EFoO®N : B RBREZHEITREB:CDS
SEHo¥ : =& FHEME: 1., 1761
ChRoU— EER BEERELEAE: B

e

ATG GAT GCA CAC AAG AGT GAG GTT GCT CAT CGG TTT AAA GAT TTG GGA
GAA GAA AAT TTC AAA GCC TTG 616 TTG ATT GCC TTT GCT CAG TAT CIT
CAG CAG TGT CCA TTT GAA GAT CAT GTA AAA TTA GTG AAT GAA GTA ACT
GAA TTT GCA AAA ACA TGT GTA GCT GAT GAG TCA GCT GAA AAT TGT GAC
AAA TCA CTT CAT ACC CTT TTT GGA GAC AAA TTA TGC ACA GTT GCA ACT
CTT CGT GAA ACC TAT GGT GAA ATG GCT GAC TGC TGT GCA AAA CAA GAA
CCT GAG AGA AAT GAA TGC TTC TTG CAA CAC AAA GAT GAC AAC CCA AAC
CTC CCC CGA TTG GTG AGA CCA GAG GIT GAT GIG ATG TGC ACT GCT TIT
CAT GAC AAT GAA GAG ACA TTT TTG AAA AAA TAC TTA TAT GAA ATT GCC
AGA AGA CAT CCT TAC TTT TAT GCC CCG GAA CTC CTT TTC TTT GCT AAA
AGG TAT AAA GCT GCT TTT ACA GAA TGT TGC CAA GCT GCT GAT AAA GCT
GCC TGC CTG TTG CCA AAG CTT GAT GAA CTT CGG GAT GAA GGG AAG GCT
TCG TCT GCC AAA CAG AGA CTC AAA TGT GCC AGT CTC CAA AAA TTT GGA
GAA AGA GCT TTC AAA GCA TGG GCA GTG GCT CGC CTG AGC CAG AGA TTT
CCC AAA GCT GAG TTT GCA GAA GTT TCC AAG TTA GTG ACA GAT CTT ACC
AAA GTC CAC ACG GAA TGC TGC CAT GGA GAT CTG CTT GAA TGT GCT GAT
GAC AGG GCG GAC CTT GCC AAG TAT ATC TGT GAA AAT CAG GAT TCG ATC
TCC AGT AAA CTG AAG GAA TGC TGT GAA AAA CCT CTG TTG GAA AAA TCC
CAC TGC ATT GCC GAA GTG GAA AAT GAT GAG ATG CCT GCT GAC TTG CCT
TCA TTA GCT GCT GAT TTT GTT GAA AGT AAG GAT GTT TGC AAA AAC TAT
GCT GAG GCA AAG GAT GIC TTC CTG GGC ATG TTT TTG TAT GAA TAT GCA
AGA AGG CAT CCT GAT TAC TCT GIC GTG CTG CTG CTG AGA CTT GCC AAG
ACA TAT GAA ACC ACT CTA GAG AAG TGC TGT GCC GCT GCA GAT CCT CAT
GAA TGC TAT GCC AAA GTG TTC GAT GAA TTT AAA CCT CTT GTG GAA GAG

$BFE8—-51982
18
866
914
962
1010
1058
1106
1154
1202
1250
1298
1346
1394
1442
1490
1538
1586
1634
1682
1730
1763
o mRNA

& &

144
192
240

336

432
480
528
576
624
672
720
768
816
864
912

1008
1056
1104
1152



KIES: 3
EFOEX:176
RO : B
DK : —F58
FROV—: HER

(1)
19

CCT CAG AAT TTA ATC AAA CAA AAC TGT GAG CIT TTT AAG CAG CTT GGA
GAG TAC AAA TTC CAG AAT GCG CTA TTA GIT CGT TAC ACC AAG AAA GTA
CCC CAA GTG TCA ACT CCA ACT CTT GTA GAG GTC TCA AGA AAC CTA GGA
AAA GTG GGC AGC AAA TGT TGT AAA CAT CCT GAA GCA AAA AGA ATG CCC
TGT GCA GAA GAC TAT CTA TCC GTG GIC CIG AAC CAG TTA TGT GIG TTG
CAT GAG AAA ACG CCA GTA AGT GAC AGA GIC ACA AAA TGC TGC ACA GAG
TCC TTG GTG AAC AGG CGA CCA TGC TTT TCA GCT CTG GAA GTC GAT GAA
ACA TAC GTT CCC AAA GAG TTT AAT GCT GAA ACA TTC ACC TTC CAT GCA
GAT ATA TGC ACA CTT TCT GAG AAG GAG AGA CAA ATC AAG AAA CAA ACT
GCA CTT GTT GAG CTC GTG AAA CAC AAG CCC AAG GCA ACA AAA GAG CAA
CTG AAA GCT GIT ATG GAT GAT TTC GCA GCT TTT GTA GAG AAG TGC TGC
AAG GCT GAC GAT AAG GAG ACC TGC TTT GCC GAG GAG GGT AAA AAA CTT
GIT GCT GCA AGT CAA GCT GCC TTA GGC TTA TAA
‘ EFOHEE: cDNA t

1 EF DR
' HRERIET : CDS
FEMRE:1. . 1761

RBERELHE: E
Ex

ATG GAT GCA CAC AAG AGT GAG GTT GCT CAT CGG TIT AAA GAT TTG GGA
GAA GAA AAT TTC AAA GCC TTG GTG TIG ATT GCC TTIT GCT CAG TAT CIT
CAG CAG TGT CCA TTT GAA GAT CAT GTA AAA TTA GTG AAT GAA GTA ACT
GAA TTT GCA AAA ACA TGT GTA GCT GAT GAG TCA GCT GAA AAT TGT GAC
AAA TCA CTT CAT ACC CTT TTT GGA GAC AAA TTA TGC ACA GTT GCA ACT
CTT CGT GAA ACC TAT GGT GAA ATG GCT GAC TGC TGT GCA AAA CAA GAA
CCT GAG AGA AAT GAA TGC TTC TTG CAA CAC AAA GAT GAC AAC CCA AAC
CTC CCC CGA TTG GTG AGA CCA GAG GIT GAT GIG ATG TGC ACT GCT TTT
CAT GAC AAT GAA GAG ACA TTT TTG AAA AAA TAC TTA TAT GAA ATT GCC
AGA AGA-CAT CCT TAC TTT TAT GCC CCG GAA CTC CIT TIC TTT GCT AAA
AGG TAT AAA GCT GCT TTT ACA GAA TGT TGC CAA GCT GCT GAT AAA GCT
GCC TGC CTG TTG CCA AAG CTC GAT GAA CTT CGG GAT GAA GGG AAG GCT
TCG TCT GCC AAA CAG AGA CTC AAA TGT GCC AGT CTC CAA AAA TTT GGA
GAA AGA GCT TTC AAA GCA TGG GCA GTG GCT CGC CTG AGC CAG AGA TTT
CCC AAA GCT GAG TTT GCA GAA GTT TCC AAG TTA GIG ACA GAT CTT ACC
AAA GTC CAC ACG GAA TGC TGC CAT GGA GAT CTG CTT GAA TGT GCT GAT
GAC AGG GCG GAC CTT GCC AAG TAT ATC TGT GAA AAT CAG GAT TCG ATC
TCC AGT AAA CTG AAG GAA TGC TGT GAA AAA CCT CTG TTG GAA AAA TCC
CAC TGC ATT GCC GAA GTG GAA AAT GAT GAG ATG CCT GCT GAC TTG CCT
TCA TTA GCT GCT GAT TTT GTT GAA AGT AAG GAT GTT TGC AAA AAC TAT
GCT GAG GCA AAG GAT GIC TTC CTG GGC ATG TTT TIG TAT GAA TAT GCA
AGA AGG CAT CCT GAT TAC TCT GIC GTG CTG CTG CTG AGA CTT GCC AAG
ACA TAT GAA ACC ACT CTA GAG AAG TGC TGT GCC GCT GCA GAT CCT CAT
GAA TGC TAT GCC AAA GTG TTC GAT GAA TTC AAA CCT CTT GTG GAA GAG
CCT CAG AAT TTA ATC AAA CAA AAC TGT GAG CTT TTT AAG CAG CTT GGA
GAG TAC AAA TTC CAG AAT GCG CTA TTA GTT CGT TAC ACC AAG AAA GTA
CCC CAA GTG TCA ACT CCA ACT CTT GTA GAG GTC TCA AGA AAC CTA GGA
AAA GTG GGC AGC AAA TGT TGT AAA CAT CCT GAA GCA AAA AGA ATG CCC
TGT GCA GAA GAC TAT CTA TCC GTG GTC CTG AAC CAG TTA TGT GTG TTG
CAT GAG AAA ACG CCA GTA AGT GAC AGA GTC ACA AAA TGC TGC ACA GAG
TCC TTG GTG AAC AGG CGA CCA TGC TTT TCA GCT CTG GAA GTC GAT GAA

—539—
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2 .
1200
1248
1296
1344
1392
1440
1488
1536
1584
1632
1680
1728
1761

o mRNA

£8a
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(13

23 A

BEFOE : BER * EFAIORR

SO : —HH BB|MEXIELE: CDS

rRO—: EHERR FEO®:3.. 1760

EFOES : cDNA to mRNA * BRERELELHEE
523
CC ATG GAT GCA CAC AAG AGT GAG GTT GCT CAT CGG TTT AAA GAT TIG GGA 50
GAA GAA AAT TTC AAA GCC TTG GTG TTG ATT GCC TTT GCT CAG TAT CIT 98
CAG CAG TGT CCA TTT GAA GAT CAT GTA AAA TTA GTG AAT GAA GTA ACT 146
GAA TTT GCA AAA ACA TGT GTA GCT GAT GAG TCA GCT GAA AAT TGT GAC 194
AAA TCA CTT CAT ACC CTT TTT GGA GAC AAA TTA TGC ACA GIT GCA ACT 242
CIT CGT GAA ACC TAT GGT GAA ATG GCT GAC TGC TGT GCA AAA CAA GAA 290
CCT GAG AGA AAT GAA TGC TTC TTG CAA CAC AAA GAT GAC AAC CCA AAC 338
CTC CCC CGA TIG GTG AGA CCA GAG GTT GAT GTG ATG TGC ACT GCT TIT 386
CAT GAC AAT GAA GAG ACA TTT TTG AAA AAA TAC TTA TAT GAA ATT GCC 434
AGA AGA CAT CCT TAC TTT TAT GCC CCG GAA CTC CTT TTC TTT GCT AAA 482
AGG TAT AAA GCT GCT TTT ACA GAA TGT TGC CAA GCT GCT GAT AAA GCT 530
GCC TGC CIG TTG CCA AAG CTT GAT GAA CIT CGG GAT GAA GGG AAG GCT 578
AGC TCT GCC AAA CAG AGA CTC AAA TGT GCC AGT CTC CAA AAA TTT GGA 626
GAA AGA GCT TTC AAA GCA TGG GCA GTG GCT CGC CTG AGC CAG AGA TIT 674
CCC AAA GCT GAG TTT GCA GAA GTT TCC AAG TTA GIG ACA GAT CTT ACC 722
AAA GTC CAC ACG GAA TGC TGC CAT GGA GAT CTG CTT GAA TGT GCT GAT 770
GAC AGG GOG GAC CTT GCC AAG TAT ATC TGT GAA AAT CAG GAT TCG ATC 818
TCC AGT AAA CTG AAG GAA TGC TGT GAA AAA CCT CTG TTIG GAA AAA TCC 866
CAC TGC ATT GCC GAA GTG GAA AAT GAT GAG ATG CCT GCT GAC TTG CCT 914
TCA TTA GCT GCT GAT TIT GTT GAA AGT AAG GAT GIT TGC AAA AAC TAT 962
GCT GAG GCA AAG GAT GTC ITC CTG GGC ATG TTT TTG TAT GAA TAT GCA 1010
AGA AGG CAT CCT GAT TAC TCT GIC GIG CIG CTG CTG AGA CTT GCC AAG 1058
ACA TAT GAA ACC ACT CTA GAG AAG TGC TGT GCC GCT GCA GAT CCT CAT 1106
GAA TGC TAT GCC AAA GTG TTC GAT GAA TTC AAA CCT CTT GTG GAA GAG 1154
CCT CAG AAT TTA ATC AAA CAA AAC TGT GAG CTT TTT AAG CAG CTT GGA 1202
GAG TAC AAA TTC CAG AAT GCG CTA TTA GIT CGT TAC ACC AAG AAA GTA 1250
CCC CAA GTG TCA ACT CCA ACT CTT GTA GAG GTC TCA AGA AAC CTA GGA 1298
AAA GIG GGC AGC AAA TGT TGT AAA CAT CCT GAA GCA AAA AGA ATG CCC 1346
TGT GCA GAA GAC TAT CTA TCC GIG GIC CIG AAC CAG TTA TGT GIG TTG 1394
CAT GAG AAA ACG CCA GTA AGT GAC AGA GTC ACA AAA TGC TGC ACA GAG 1442
TCC TIG GTG AAC AGG CGA CCA TGC TTT TCA GCT CTG GAA GIC GAT GAA 1490
ACA TAC GTT CCC AAA GAG TTIT AAT GCT GAA ACA TTC ACC TTC CAT GCA 1538
GAT ATA TGC ACA CTT TCT GAG AAG GAG AGA CAA ATC AAG AAA CAA ACT 1586
GCA CTT GIT GAG CTC GTG AAA CAC AAG CCC AAG GCA ACA AAA GAG CAA 1634
CIG AAA GCT GTT ATG GAT GAT TTC GCA GCT TIT GTA GAG AAG TGC TGC 1682
AAG GCT GAC GAT AAG GAG ACC TGC TTT GCC GAG GAG GGT AAA AAA CTT 1730
GTT GCT GCA AGT CAA GCT GCC TTA GGC TTA TAC ATG T 1767

EAEE:6 rROD— : EHER

EFoEx: 21 EFROESE : RIFR

EfoN: 7I/8
Ex
Ala Glu Asp Gly Asp Ala Lys Thr Asp Gln Ala Glu Lys Ala Glu Gly
1 5 10 ’ 15
Ala Gly Asp Ala Lys

20 21

RPATL8-51982



ERES: 7
EfloEx: 71
BRROR ; BEE

ENEE: 8
EAOEX:609
EFo’ : 7 /8

(14)

*HOK : —FHA
FROD— HER

W%B¥8-51982

* RFAOHES: oBE 2RDNA

Ex

CC ATG GCC GAG GAC GGT GAC GCC AAG ACC GAC CAA GCT GAG AAG GCT GAG 50

GGT GCC GGT GAC GCC AAG TAA
rRoo— EER
ERAOEE: ¥y NI8

BEH
Met Asp Ala His Lys Ser Glu Val Ala His Arg Phe Lys Asp Leu Gly
1 5 10 15
Glu Glu Asn Phe Lys Ala Leu Val Leu Ile Ala Phe Ala Gln Tyr Leu
20 25 ' 30
Gln Gln Cys Pro Phe Glu Asp His Val Lys Leu Val Asn Glu Val Thr
35 40 45

Glu Phe Ala Lys Thr Cys Val Ala Asp Glu Ser Ala Glu Asn Cys Asp

50 55 60
Lys Ser Leu His Thr Leu Phe Gly Asp Lys Leu Cys Thr Val Ala Thr

- 65 70 - 75 80

Leu Arg Glu Thr Tyr Gly Glu Met Ala Asp Cys Cys Ala Lys Gln Glu
85 90 95
Pro Glu Arg Asn Glu Cys Phe Leu Gln His Lys Asp Asp Asn Pro Asn
100 105 110

Leu Pro Arg Leu Val Arg Pro Glu Val Asp Val Met Cys Thr Ala Phe

115 120 125
His Asp Asp Glu Glu Thr Phe Leu Lys Lys Tyr Leu Tyr Glu Ile Ala
130 135 140
Arg Arg His Pro Tyr Phe Tyr Ala Pro Glu Leu Leu Phe Phe Ala Lys
145 150 155 160
Arg Tyr Lys Ala Ala Phe Thr Glu Cys Cys Gln Ala Ala Asp Lys Ala
165 170- 175
Ala Cys Leu Leu Pro Lys Leu Asp Glu Leu Arg Asp Glu Gly Lys Ala
180 185 190
Ser Ser Ala Lys Gln Arg Leu Lys Cys Ala Ser Leuo Gln Lys Phe Gly
195 200 205
Glu Arg Ala Phe Lys Ala Trp Ala Val Ala Arg Leu Ser Gln Arg Phe
210 215 220
Pro Lys Ala Glu Phe Ala Glu Val Ser Lys Leu Val Thr Asp Leu Thr
225 230 235 240
Lys Val His Thr Glu Cys Cys His Gly Asp Leu Leu Glu Cys Ala Asp
45 250 255
Asp Arg Ala Asp Leu Ala Lys Tyr 1le Cys Glu Asn Gln Asp Ser Ile
260 265 270
Ser Ser Lys Leu Lys Glu Cys Cys Glu Lys Pro Leu Leu Glu Lys Ser
275 280 285
His Cys Ile Ala Glu Val Glu Asn Asp Glu Met Pro Ala Asp Leu Pro
290 295 300
Ser Leu Ala Ala Asp Phe Val Glu Ser Lys Asp Val Cys Lys Asn Tyr
305 310 315 320

—542—

71



EFAES: 9

(15)
b4
Ala Glu Ala Lys Asp Val Phe Leu Gly Met Phe Leu Tyr Glu Tyr Ala
325 330 335
Arg Arg His Pro Asp Tyr Ser Val Val Leu Leu Leu Arg Leu Ala Lys
40 345 350
Thr Tyr Glu Thr Thr Leu Glu Lys Cys Cys Ala Ala Ala Asp Pro His
355 360 365
Glu Cys Tyr Ala Lys Val Phe Asp Glu Phe Lys Pro Leu Val Glu Glu
370 375 380 -
Pro Gln Asn Leu Ile Lys Gln Asn Cys Glu Leu Phe Lys Gln Leu Gly
385 © 390 ' 395 400
Glu Tyr Lys Phe Gln Asn Ala Leu Leu Val Arg Tyr Thr Lys Lys Val
405 410 415
Pro Gln Val Ser Thr Pro Thr Leu Val Glu Val Ser Arg Asn Leu Gly
420 425 430
Lys Val Gly Ser Lys Cys Cys Lys His Pro Glu Ala Lys Arg Met Pro
435 440 445
Cys Ala Glu Asp Tyr Leu Ser Val Val Leu Asn Gln Leu Cys Val Leu
450 455 460
His Glu Lys Thr Pro Val Ser Asp Arg Val Thr Lys Cys Cys Thr Glu
465 470 475 480
Ser Leu Val Asn Arg Arg Pro Cys Phe Ser Ala Leu Glu Val Asp Glu
485 490 495
Thr Tyr Val Pro Lys Glu Phe Asn Ala Glu Thr Phe Thr Phe His Ala
500 505 510
Asp Ile Cys Thr Leu Ser Glu Lys Glu Arg Gln Ile Lys Lys Gln Thr
515 520 525
Ala Leu Val Glu Leu Val Lys His Lys Pro Lys Ala Thr Lys Giu Gin
530 535 540
Leu Lys Ala Val Met Asp Asp Phe Ala Ala Phe Val Glu Lys Cys Cys
545 550 555 560
Lys Ala Asp Asp Lys Glu Thr Cys Phe Ala Glu Glu Gly Lys Lys Leu
565 570 575
Val Ala Ala Ser Gln Ala Ala Leu Gly Leu Tyr Met Ala Glu Asp Gly
580 585 590
Asp Ala Lys Thr Asp Gln Ala Glu Lys Ala Glu Gly Ala Gly Asp Ala
595 600 605
Lys
609
EAIOEE : cDNA t

EFORx:1832 40 BRIIORFR

BEEFOH - R
HOXK : =&
FRov—: mER

BEEEHTES :CDS

FHEME:3.. 1832

BRERELESE E
K%

WBAE8—-51982
28 .

o mRNA

CC ATG GAT GCA CAC AAG AGT GAG GTT GCT CAT CGG TTT AAA GAT TTG GGA 50

GAA GAA AAT TTC AAA GCC TTG GTG TIG ATT GCC TTT GCT CAG TAT CTT
CAG CAG TGT CCA TTT GAA GAT CAT GTA AAA TTA GTG AAT GAA GTA ACT
GAA TTT GCA AAA ACA TGT GTA GCT GAT GAG TCA GCT GAA AAT TGT GAC
AAA TCA CTT CAT ACC CTT TTT GGA GAC AAA TTA TGC ACA GTT GCA ACT
CTT CGT GAA ACC TAT GGT GAA ATG GCT GAC TGC TGT GCA AAA CAA GAA

98
146

194
242
290



REFg8:10
EFIOKE: 73
EROX ; B

EAEE:11
EFOREE: 73
BEFOR : BRR
B0 . —F#

EFES: 12
EFORZ: 28
B0 : B

16)
2
CCT GAG AGA AAT GAA TGC TTC TTG CAA CAC AAA GAT GAC AAC CCA AAC
CIC CCC CGA TIG GTG AGA CCA GAG GTT GAT GTG ATG TGC ACT GCT TIT
CAT GAC AAT GAA GAG ACA TTT TTG AAA AAA TAC TTA TAT GAA ATT GCC
AGA AGA CAT CCT TAC TTT TAT GCC CCG GAA CTC CTT TIC TTT GCT AAA
AGG TAT AAA GCT GCT TTT ACA GAA TGT TGC CAA GCT GCT GAT AAA GCT
GCC TGC CIG TIG CCA AAG CTC GAT GAA CTT CGG GAT GAA GGG AAG GCT
TCG TCT GCC AAA CAG AGA CTC AAA TGT GCC AGT CTC CAA AAA TTT GGA
GAA AGA GCT TTC AAA GCA TGG GCA GIG GCT CGC CTG AGC CAG AGA TTT
CCC AAA GCT GAG TTT GCA GAA GTT TCC AAG TTA GIG ACA GAT CTT ACC
ARA GIC CAC ACG GAA TGC TGC CAT GGA GAT CTG CTT GAA TGT GCT GAT
GAC AGG GCG GAC CTT GCC AAG TAT ATC TGT GAA AAT CAG GAT TCG ATC
TCC AGT AAA CTIG AAG GAA TGC TGT GAA AAA CCT CTG TTG GAA AAA TCC
CAC TGC ATT GCC GAA GTG GAA AAT GAT GAG ATG CCT GCT GAC TTG. CCT
TCA TTA GCT GCT GAT TTT GIT GAA AGT AAG GAT GTT TGC AAA AAC TAT
GCT GAG GCA AAG GAT GIC TTC CTG GGC ATG TIT TTG TAT GAA TAT GCA
AGA AGG CAT CCT GAT TAC TCT GIC GIG CTG CTG CTG AGA CIT GCC AAG

ACA TAT GAA ACC ACT CTA GAG AAG TGC TGT GCC GCT GCA GAT CCT CAT

GAA TGC TAT GCC AAA GTG TTC GAT GAA TTT AAA CCT CTT GTG GAA GAG
CCT CAG AAT TTA ATC AAA CAA AAC TGT GAG CTT TIT AAG CAG CTT GGA
GAGTACAAATTCCAGAATGCGCTATTAGTTCGTTACACCAAGAAAGTA
CCC CAA GTG TCA ACT CCA ACT CIT GTA GAG GTC TCA AGA AAC CTA GGA
AAA GTG GGC AGC AAA TGT TGT AAA CAT CCT GAA GCA AAA AGA ATG CCC
TGT GCA GAA GAC TAT CTA TCC GIG GIC CTG AAC CAG TTA TGT GTG TIG
CAT GAG AAA ACG CCA GTA AGT GAC AGA GIC ACA AAA TGC TGC ACA GAG
TCC TTG GTG AAC AGG CGA CCA TGC TTT TCA GCT CTG GAA GTC GAT GAA
ACA TAC GTT CCC AAA GAG TTT AAT GCT GAA ACA TTC ACC TTC CAT GCA
GAT ATA TGC ACA CTT TCT GAG AAG GAG AGA CAA ATC AAG AAA CAA ACT
GCA CTT GTT GAG CTT GTG AAA CAC AAG CCC AAG GCA ACA AAA GAG CAA
CTG AAA GCT GTT ATG GAT GAT TTC GCA GCT TTT GTA GAG AAG TGC TGC
‘AAGGCTGACGATAAGGAGACCTGCTTTGCCGAGGAGGGTMAAMCTT
GTT GCT GCA AGT CAA GCT GCC TTA GGC TTA TAC ATG GCC GAG GAC GGT
GAC GCC AAG ACC GAC CAA GCT GAG AAG GCT GAG GGT GCC GGT GAC GCC
AAG TAA
* GO —& R
PROP—: H#ER

338
386
434
482
530
578
626
674
722
770
818

134
1442
1490
1538
1586
1634
1682
1730
1778
1826
1832

4BHF8—-51982

* BEAOES : o SRDNA

B

GATCC ATG GCC GAG GAC GGT GAC GCC AAG ACC GAC CAA GCT GAG AAG GCT S0

GAG GGT GCC GGT GAC GCC AAG TA
Wx bRoo—  HER

73

BFAOES : thoBiE SRDNA

FoFEA:Yes
&5

AGCTTA CTT GGC GIC ACC GGC ACC CTC AGC CTT CTC AGC TTG GTC GGT CIT 51

GGC GTC ACC GTC CTC GGC CAT G

B : —Z3H
rROoD— : H#ER

73

EFoEER : ok BSHRDNA

.22



ERES:13
EFOEE: 20
BEFOR ; Bk

ENES:14
EADEE: 20
EAIOR : HE:

&R :15
EFlokz: 29
RERDB : BB

EAES:16
EFoREx: 24
REFon : Bk

ENES:17
EFDoks: 29
RO : Bk

EFIEHB:18
EFOEE: 40
EFIDOR : Bl

[RE O R72 7]
(K1) RRRI5—pTL 2Bm]1 OHEERKTH 5.

31

AGACCATGGA TGCACACAAG AGTGAGGT

.5t
AATAAGCTTT TGATCTTCAT

g :
AGCAAGCTTT GGCAACAGGC

BF

AGCAAGCTTG ATGAACTTCG GGATGAAGG

.

AGCGAATTCA TCGAACACTT TGGC

B

AGCGAATTCA AACCTCTTGT GGAAGAGCC

- BEH

an

*$HOK | —F§
rROY—: BSR
BEFIOMEN : thoEs

MO —&
rROs—: EHER
EFIOHEN : bR

*EDHK : —FH
hROod—: EER
REFIOEE : iR

FEOHK - —&
rROD—  BHER
EFO#ES : thoBRe

SN : —F8A
FROD—: EER

SIS : OB

*SHOK : —&¢H
FRoP— BEER
B O : thoBRe

AAGAAGCTTG AATTCACATG TATAAGCCTA AGGCAGCTTG

(B2) SDS-PAGEERRTH 3.
- [B3) wxAF > Toy MERKTH B,
(K4)] BARBEREEEHNERRERTISTITH

1000

BBLEIEY (@)

'60

(B5) REIXVH—pRL 2LOHRERTH 5.
(Ed6) REANRI ¥ —pRL 2ZMOHREHTH S,
(B7) RBARYHY—pTL 2MOMEETH 3.
(B8) REAXI#—DpTL 2BmOBERTH 3.

(E4)

300

B pTL2Bm
3 pTL2BmI

EERAK (g/m)

%BA¥8-51982

32

BRDNA

20

SRDNA

20

AHRDNA

ARDNA

SBRDNA

Sm®RDNA

40
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WPI Acc No: 1996-184715/199619

XRAM Acc No: C96-058497

Therapeutic against cytomegalovirus anti-genaemia - contg anti
cytomegalovirus human monoclonal antibody recognising envelope
glyco-protein, used for treating interstitial pneumonia, etc.
Patent Assignee: TEIJIN LTD (TEIJ )

Number of Countries: 001 Number of Patents: 001

Patent Family:

Patent No Kind Date Applicat No Kind Date Week
JP 8059509 A 19960305 JP 94192421 A 19940816 199619 B

Priority Applications (No Type Date): JP 94192421 A 19940816
Patent Details:

Patent No Kind Lan Pg Main IPC Filing Notes

JP 8059509 ‘A 6 A61K-039/42 '

Abstract (Basic): JP 8059509 A

Therapeutic agents against cytomegalovirus (CMV) anti-genaemia
contain an anti-CMV human monoclonal antibody recognising the envelope
glycoprotein of CMV and neutralising CMV. Pref the glycoprotein is

. Glycoprotein B. Pref the antibody is IgGl, esp. ''legavyl mab (sic)''.

Also claimed are therapeutic agents against infection by the virus
contg the antibody.

The antibody is produced by a mouse-human hybridoma formed by
fusion of an antibody-producing cell sensitiser with CMV or its
glycoprotein with the myeloma cell of mice in vitro in the presence of
mitogen.

USE/ADVANTAGE - The infection is interstitial pneumonia, CMV
hepatitis, or CMV nephritis. The agents control infection and are safe
with few side effects.

In an example, a soln contg a human monoclonal antibody obtd by the
method described in International Patent No 87-03602, 0.2 pt wt
''legavyl mab (sic)'', 2 pts wt amino acetic acid, 0.2 pts wt human
serum albumin, 0.9 pts wt sodium chloride and 96.7 pts wt of distilled
water was prepd and sterilised, poured in glass vials in an amt of 20
ml per vial under sterile conditions and freeze dried to obtain a prod
of ''legavyl mab (sic)'' in an amt of 40 mg per vial.
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